Hematologic abnormalities are common in HIV-infected patient, particularly in individuals with more advanced HIV disease. Hematologic abnormalities and their association with HIV-associated oral lesions had been reported. Intravenous drug use has been associated with increased oral lesions too. We reported a case of oral lesions in a 24 years old man HIV-infected intravenous drug users. Poor hematologic status is a risk factor of Oral Candidiasis in HIV-infected person with clinical features appear generally. But clinical feature of Herpes Labialis is not usually because his poor hematologic status. It's concluded that poor hematologic status and transmission of HIV through contaminated needlestick are the high risk factors of oral lesions and appear not usually clinical features in ODHA. Correction of these hematologic abnormalities and appropiately management of oral lesions can minimize the severity and to increase the better quality of life patient.
INTRODUCTION
Most HIV infected patients have neck-head manifestation during the disease course.
1,2 Studies show that 70-90%, even more than 90%, of the HIV infected people will have at least one oral manifestation. [3] [4] [5] The HIV related oral lesion has been considered as one of the clinical indicators of HIV infection in undiagnosed individuals 6, 7 , a clinical classification and stage marker for HIV, 3 predictor of HIV progression 7, 8 , and indicator for poor prognosis.
1 Oral candidiasis is the early sign of HIV/AIDS infection 9, 10 , and able to predict the disease progression. 11, 12 Herpes Simplex Virus (HSV) is the cause of oral mucous ulceration often seen in HIV infected patients. The recurrent oral HSV infection that is most frequently found is Herpes Labialis. 2, 13 Various hematological disorders are seen in HIV infected patients.
14-16 Hematopoiesis failure, immune-mediated cytopenia and changes in general coagulation mechanism are found in HIV infected patients. 14 Kerdpon et al. 17 reported the relationship between the abnormality of peripheral blood with oral lesion related to HIV. Furthermore, several studies on intravenous drug users (IVDU) AIDS patients have reported an increase incidence of oral lesion. 18, 19 Nittayananta et al. 20 also reported the influence of HIV transmission route to oral lesion prevalence.
We will report a case where Oral Candidiasis and Herpes Labialis are seen in an IVDU who are infected by HIV with poor hematological status accompanied by various opportunistic systemic diseases. We will try to discuss the hematological abnormality and HIV infection transmission route as a risk factor of oral lesion development in this patient as well as the clinical features and management of the disease.
CASE REPORT
On 10 November 2005, a 24 year old male was referred from the In-patient Department of Cipto Mangunkusumo Central Hospital with a working diagnosis of AIDS accompanied by lung tuberculosis, hyponatremia, multiple shallow ulcers on lips, coated tongue and dental caries for oral evaluation and management. The patient complained about the ulcers, that was painful and occasionally bleed, on his lips since 1 month ago.
The patient was admitted to the hospital since 9 October 2005 after complaining for two months before the admission. The complain include high fever, pain in upper abdomen, decrease appetite, frequent cough, night sweat, weight loss (from 56 kg to 47 kg). Patient was admitted in hospital several times before. The last time he was admitted in a private hospital due to high fever for 4 days. On 8 October 2005, an ELISA assay was performed and he was stated as HIV positive. The patient wore right eye prosthetic after a trauma from a fight. He has been using illicit drug through injection since he was in junior high school (1996) and has a history of alcohol addiction.
The final clinical problem conclusion includes AIDS, lung tuberculosis, hyponatremia, hypochrome microcytic anemia, Herpes simplex infection suspect, difficult intake, external hemorrhoid, dyspepsia, toxoplasmosis, hepatitis C, and thrombocytopenia. The treatment given includes Stavudin 3x30 mg, Lamivudin 2x1 tab, Neviral 2x1 tab., Cancid 1x150 mg tab, Cotrimoxazol 1x480 mg tab., Mycostatin drip 3x1 cc, Rifampicin 450 mg/Isoniazid 300 mg/ Pirazinamid 750 mg/Etambutol 1000 mg, Vitamin B6 3x1 tab, Ciprofloxacin 2x200 mg drip, IVFD NaCl 0,9% 500cc/8 hour, Pack Red Cell 300 cc transfusion, Acyclovir cream, soft diet of 2100 calories, Transamin inj. 3x1, Pantozol 1x40 mg, Metoclopramide inj. 3x1, Fansidar 2x1 tab., and On extra oral examination, yellowish crusts were found on the upper lip while reddish crusts were found on the lower lip accompanied by bleeding and fissured lip corner (Fig. 1a) . The intraoral examination showed a poor oral hygiene with sub and supra gingival calculus, debris and staining. White plaque showing erythematous base during removal on left and right buccal mucous and left mucobuccal fold was found (Fig. 1b,c) . There was yellow whitish thick coating on the tongue dorsum, shallow fissure on the median and pigmentation on dorso-lateral (Fig. 1d) .
A working diagnosis was made on 10 November 2005, i.e. Herpes Labialis suspect, Oral Candidiasis (pseudomembrane and angular cheilitis), Chronic Marginal Gingivitis. A treatment in the form of dental health education that includes maintain correct and regular tooth brushing, tongue brushing, instruction to wipe the entire teeth and oral mucous with sterile bandage soaked in mouthwash that contains chlorhexidine gluconate 0.2%. Lip cream (Acyclovir cream) provided by the doctor was used.
On 14 November 2005, patient felt that the lip wounds were improved and he was able to eat well. The lip corner was still painful and easily bled. On extra oral examination, yellowish crusts were still found, especially in 1.3 region and dark red crusts were found on lower lip in 3.1,3.2,4.1,4.2 regions with bleeding was still seen. Fissure on the lip corner accompanied by bleeding was also seen (Fig. 2a) . On intraoral examination, whitish plaque with erythematous base during removal on upper and lower mucous was still found (Fig.  2b) as well as on posterior palatum durum which was not found during the first visit. Along the occlusal line and posterior region on right and left buccal mucous, there was increased amount and toxic effect of medicines.
14,15 Leucopenia is caused by lymphocyte CD4 deficiency, which was supported by the result of the assay that shows a value of 41 µl. This represents a severe immunosupression status of this patient.
15
Based on the subjective and objective examinations of this patient, the Oral Candidiasis and herpes labialis diagnosis was made. The present oral lesions are possibly related to the poor hematological status of the patient. Literatures stated that there is a relationship between peripheral blood abnormalities with HIV related oral lesions. Kerdpon, et al. 17 reported that lymphopenia significantly relates to increase HIV related oral lesion, including oral candidiasis. Lymphopenia can be used as the predictor of HIV related oral lesion incidence especially when the CD4 and viral load value cannot be measured routinely. 17 Patton 15 reported that one or more of 20 oral manifestation of HIV infection or 2 most frequent lesions such as oral candidiasis and hairy leukoplakia are significantly related to anemia, leucopenia, and lymphopenia, but not neutropenia. Various studies reported the relationship between the low number of CD4 T cells and the oral lesion prevalence in HIV patients, both those under ART and those with no ART.
24
The Herpes Labialis diagnosis in this case is supported by the immunological examinations showing that the patient has been infected by HSV-1 and HSV-2. Literatures stated that due to the high prevalence of HISV infection, a lot of HIV infected people are also infected by HSV-1 and/ or HSV-2. HSV-2 infection is usually transmitted through sexual activities. Someone who gets HIV through sexual contact also has a high risk of HSV-2 infection. Herpes simplex virus-2 can become HIV transmission co-factor or as the sexual risk sign. 25, 26 Therefore, in this case, the HIV transmission is suspected not only through contaminated needle but also through sexual contact.
HIV and herpes virus interaction in oral mucous, i.e. herpes virus in oral mucous, can affect HIV replication in the mouth.
27 Mole et al. 28 reported that RNA HIV level can also increase during active HSV infection where acute HSV infection episode can lead to HIV transcription and plasma viral load increase. It can be concluded that this patient had a high viral load during recurrent HSV infection (active). The triggering factors were of thickening whitish plaque (Fig. 2c) . Thinning coated tongue was seen but removable whitish plaque that left erythematous base on the lateral part during removal was also seen (Fig. 2d) . The drop prescribed by the doctor (mycostatin oral suspension) was not purchased so the patient did not use this medicine. An additional systemic therapy from the internal medicine was given, i.e. Acyclovir tab. 5x200 mg per oral, and Fluconazole 1x150 mg per oral. We kept giving dental health education and instruction to continue using chlorhexidine gluconate 0.2 %. On 28 November 2006, the wounds on the lips were recovering and the patient felt that his oral cavity condition was much better. On extra oral examination, crusts on the upper and lower lips were less and there was no bleeding seen. However, the fissure on the lip corner was still presence (Fig. 3a) . On intraoral examination, there was no clinical feature of oral candidiasis (Fig. 3b,c,d ). Patient still received treatment for the systemic problem that he had, which was similar to the previous visit. The patient was instructed by the doctor to stop the lip cream. We still recommended continuing the mouth wash to the patient to maintain his oral hygiene and when the condition got better, it was recommended to perform scaling due to poor oral hygiene.
DISCUSSION
Based on the patient medical record in this case, the hematological test results during patient's stay in the hospital show various blood disorders. Patient had anemia, thrombocytopenia, leucopenia and lymphopenia. The hematological disorders in this patient may happen due to the HIV infection itself which was already in the advance stage, as a sequel of the opportunistic infections (lung TB and toxoplasmosis) or as the consequences of the HIV infection therapy itself, i.e. antiretroviral agents (Stavudin, Lamivudin, Neviral) consumed by the patient. 14 Anemia in this patient relates to progression of HIV infection, opportunistic infection, nutrition deficiency (difficult intake) and medicine use. [21] [22] [23] Thrombocytopenia in this patient is suspected as being triggered by several possibilities including opportunistic infection, HIV antigenemia increase (although unproved), and hematopoeisis failure decreased immune system (number of Th cells CD4 41 µl) and emotional stress experienced by the patient. A literature stated that there is a relationship between emotional stress (daily life, life changing events, anxiety) with the recurrent nature of herpes labialis.
29
The clinical feature of herpes labialis in this case was different from immunocompetent patient, i.e. reddish crust on the lips accompanied by spontaneous bleeding around the lesions. This might relate to the poor hematological status (thrombocytopenia leading to vulnerability to bleeding). Moreover, the lesions have been seen for more than 1 month showing that the patient has already in AIDS stage. Literatures stated that the definition of AIDS according to The Centers for Disease Control includes HIV seropositive patient with orofacial herpetic lesion that has been presence for more than 1 month.
8
The Herpes Labialis therapy in this patient was acyclovir cream applied on the lips 4-6x/day and the response to this treatment took a quite long time (about 1 month). According to the literature, in immunocompromized patients, herpes lesion spreads broader, slow to cure and refractory to treatment. 30 The patient also received mouthwash that contains chlorhexidine gluconate 0.2% (CHX) to treat gingivitis and oral candidiasis as well as expected to affect HSV infection because CHC has a synergic antiherpetic effect when combined with Acyclovir. 31 In this case, oral candidiasis diagnosis is made based on the clinical features and supported by culture examination. It is acknowledge that hematological disorder is one of the risk factors of oral candidiasis susceptibility. Literatures stated that oral candidiasis often relates to HIV infection. Therefore, blood folic acid level, vitamin B-12, iron, hemoglobin, lymphocyte, and white blood cell counts are important. 16 Chattopadhyay 11 emphasized that low CD4 cell count is an important risk factor for oral candidiasis and antiretroviral medicine can prevent oral candidiasis development.
10 On the contrary, antiretroviral drug use, especially zidovudine, may increase the risk of reduced hematocrit level. The use of antiparasitic medicine, especially trimethoprim-sulfamethoxazole (TMP-SMX), significantly relates to decreased level of each hematological variable. 15 Campo 12 reported oral candidiasis related to high viral load (>10.000), low percentage of lymphocyte CD4, and intravenous drug user (compared to heterosexual transmission) Based on the study, oral candidiasis may be useful as a clinical marker that the patient has a high viral load. In addition, oral candidiasis can also be used as HIV infection progression marker in this patient. The patient was given Mycostatin oral suspension (nistatin) to be rinsed and swallowed, 1 ml 4 times a day and the CHX containing mouthwash that has anti-fungus effect by wiping it to all oral mucous. The result was the oral candidiasis improved 2 weeks after the treatment was started.
HIV infection transmission in this intravenous drug user is probably through HIV contaminated needle because the needle was shared. Based on the literature search it is stated that HIV transmission route may increase oral lesion development. Barone, et al. 19 reported that of 217 HIV infected patients, 65% of the patients are intravenous drug abusers (IVDAs). The most frequent lesion is candidiasis, found in 31.3% patients while herpes labialis is found only in a small number of patients (1.3%). Lamster, et al. 18 reported that the percentage of Candida infection in seropositive intravenous drug users (IVDU) is higher than in HIV (+) homosexual men. The use of intravenous opiate may cause decreased cellular immunity that could trigger viral and fungal infection IVDU. Besides, other factors that potentially affect intraoral Candida infection among IVDUs are poor health care, poor diet, increased dental plaque accumulation, caries, periodontal disease and the high percentage of Candida infection before HIV infection.
18

CONCLUSION
The poor hematological status and HIV transmission route through contaminated needle could increase the risk of oral lesion and give unusual clinical feature in HIV infected patients. Correction of the hematological abnormalities and appropriate oral lesion management can reduce oral lesion severity and improve HIV patient quality of life.
